We read with interest the article by Xiao and Theroux 1 on "Platelet Activation With Unfractionated Heparin at Therapeutic Concentrations and Comparisons With a Low-Molecular-Weight Heparin and a Direct Thrombin Inhibitor." They found that platelets of patients with unstable angina were hyperresponsive during treatment with unfractionated heparin (UFH). Moreover, aggregation to ADP and thrombin receptor agonist peptide (TRAP) was enhanced after addition of UFH ex vivo to blood of normal volunteers. In contrast, when a low-molecular-weight heparin (LMWH) or a direct thrombin inhibitor (argatroban) was added, platelet aggregation induced by TRAP had no detectable effects. However, argatroban reduced maximum platelet aggregation induced by ADP.
Paradoxical Embolism
To the Editor: I read with interest the excellent article on patent foramen ovale in major pulmonary embolism by Konstantinides et al. 1 Unfortunately, neither the title nor the key words of the article included the term "paradoxical embolism." Since the latter is a well-established clinical entity, has important diagnostic and therapeutic implications, and is what the article was really about, I wish to draw this to the attention of both your readers and medical librarians for indexing purposes. 
Tsung

Myocardial Bridging
To the Editor:
In the article on myocardial bridging by Lauer and Carlson, 1 the patient was evaluated by an adenosine thallium SPECT study. This showed a fairly small, reversible anterior wall perfusion defect.
Adenosine causes vasodilation and actually decreases intramural myocardial pressure. The reason a reversible defect appears is that more time is spent in systole per minute owing to the adenosine-caused heart rate increase. I would suggest that either exercise or dobutamine stress would have been more appropriate, because by raising intramural pressure (as well as heart rate), the submerged segment would more likely be compressed, giving a more sensitive quantification of the amount of myocardium at risk.
Shia H. Elson, MD
Atlanta, GA 
Response
We appreciate Dr Elson's insightful comments on our article. 1 To the best of our knowledge, there have been no published studies comparing the use of stress modalities in myocardial bridging. Because she was unable to tolerate exercise, our patient was stressed with the use of adenosine as a preoperative evaluation without knowledge of her bridging a priori. We agree that when possible, an exercise stress study is preferable, because it provides functional data and correlates perfusion defects with physiological stress.
Within a bridged coronary segment, intravascular ultrasound and intracoronary Doppler have shown that there is not only a systolic luminal diameter reduction, but also a persistent diastolic diameter reduction 2 with delayed relaxation in diastole and a subsequent prominent peak in coronary flow velocities in early diastole. 3 With an increase in heart rate, a decrease in diastolic filling time, or an increase in contractility, there is a decrease of flow through the bridge segment (for example, with exercise or dobutamine). Furthermore, short-term ␤-blocker therapy has been demonstrated to significantly decrease diameter reductions during both systole and diastole. 2 Adenosine, by its dilation of intramyocardial resistance vessels and a slight increase in heart rate, may theoretically decrease flow across a bridge segment by a "steal" phenomenon similar to that seen in significant fixed stenoses. However, because of the dynamic nature of a bridged segment stenosis within the cardiac cycle, adenosine may, in fact, underestimate perfusion defects compared with exercise. We read with interest the intriguing study by Frolkis et al 1 regarding frequency of risk factor evaluation, lipid testing, and treatment of hypercholesterolemia in patients admitted to the coronary care unit of a large university hospital. We 2 and others 3 have recently reported similarly disappointing rates in outpatients that underscore the authors' sobering findings. 1 The recognized limitations of their study notwithstanding, Frolkis et al have made an important contribution toward increasing awareness of the need for vigilance in coronary risk factor assessment and modification, and we applaud their efforts. We have, however, several comments that may be of value in clarifying the authors' findings.
In particular, we suggest a degree of caution regarding the authors' conclusions concerning appropriate evaluation and initiation of lipid-lowering therapy in the setting of an acute coronary event. The National Cholesterol Education ProgramAdult Treatment Panel II (NCEP-ATPII) guidelines offer recommendations for outpatient therapy that are longitudinal in nature and require serial evaluation of lipid profiles as patients move toward their goal. They emphasize repeated testing and a graded approach to therapy. As the authors recognize, the stress of an acute hospitalization may significantly decrease the serum cholesterol level for multiple reasons. 4, 5 Accordingly, we disagree with the authors' assertion that deferral of cholesterol testing during an acute hospitalization is necessarily a misguided approach. Longitudinal follow-up data would have been useful to accurately assess adequacy of compliance. In our series, nearly a third of patients whose cholesterol level was not initially controlled ultimately reached NCEP-ATPII targets. 2 We are also curious to learn how the authors decided that male sex and age were so obvious as to warrant exclusion from their analysis, but premature menopausal status was not. Given the prevalence of coronary artery disease in men compared with women before the age of menopause and the inclusion of sex as a risk factor within the NCEP guidelines, might not the inclusion of male sex have increased the robustness of the authors findings?
Peter G. Danias, MD, PhD Beth Israel Deaconess Medical Center
Harvard Medical School Boston, Mass
David I. Silverman, MD Cardiology Division University of Connecticut Health Center
Farmington, Conn
Response
We appreciate the comments of Danias and Silverman concerning our article on physician noncompliance and welcome the opportunity to respond. They voice concern that application of the NCEP guidelines in an acute setting may violate the ambulatory and longitudinal intention of the recommendations. We submit that whether one uses the NCEP guidelines, the Framingham risk scores, or the framework suggested by the 27th Bethesda Conference, there is growing recognition of the value of risk stratification and the need to base treatment on the results of such an assessment. Since one of the main points of emphasis in NCEP-ATPII is the identification and aggressive treatment of those individuals with known coronary heart disease (CHD) (based in turn on the significantly increased risk of subsequent morbid and mortal events in this population), the use of the NCEP guidelines in a high-risk sample like the one we describe seems quite appropriate.
Danias and Silverman point out that acute hospitalization can lower serum lipid levels, an issue we address explicitly in our article. At no point, however, do we state or imply that "deferral of cholesterol testing during an acute hospitalization is necessarily a misguided approach." In fact, we agree with others 1 that to obtain a valid lipid panel in the acute setting, the specimen must be collected within 24 hours of admission. Our point was that even allowing for this effect, clinical decision making based on lipid values that may have been spuriously low remained strikingly inadequate. By lowering lipid levels, in other words, the effect of the "acute phase response" would have been, if anything, to inflate the measured physician performance; our results may have been even more discouraging if such a mechanism was not operating.
Finally, Danias and Silverman appear to have misunderstood our intent regarding the risk factors of sex (not just male sex, as they state) and age. One of the goals of the study was to evaluate how thoroughly physicians and nurses elicited key risk factors for CHD. Since gender was immediately observable and age automatically printed in the hospital chart, no independent effort was required for their ascertainment; hence, we excluded them when assessing screening performance. However, when we constructed the statistical algorithms that were used to judge compliance with NCEP guidelines, sex and age were both incorporated per NCEP criteria.
The comments of Danias and Silverman do point to an issue of considerable interest and importance. Precisely because of results like the ones we, they, 2 and others 3 report, there is an evolving consensus that in high-risk, secondary-prevention patients, lipidlowering therapy should perhaps be started before hospital discharge. Although some authors would limit such an intervention to patients whose LDL levels exceed desirable (NCEPbased) cutpoints, 4 others recommend treatment in this setting even without screening, because patients have demonstrated by their disease that their levels are too high. 5 Until outpatient implementation of recommendations such as the NCEP-ATPII
